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INFORMATION DISCLOSURE STATEMENT (37 C.F.R. 81.97(b)(1)) 



Assistant Commissioner for Patents 
Washington, D.C. 20231 

Dear Sir: 

With regard to the above-identified application, the items of information listed on the enclosed 
Form 1449 are brought to the attention of the Examiner. They are as follows: 

• U.S. Patent No. 4,683,195, July 28, 1987, Mullis et al. (Exhibit 1) 

• U.S. Patent No. 4,683,202, July 28, 1987, Mullis. (Exhibit 2) 

• U.S. Patent No. 4,399,216, August 16,1983, Axel. (Exhibit 3) 

• Janeway, "Approaching The Asymptote? Evolution And Revolution Immunology," Cold 
Spring Harbor Symp. Quant. Biol, 1989 , LIV:1-13. (Exhibit 4) 
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• Shaw and Shimuzu, "Two Molecular Pathways Of Human T Cell," Current Opinion in 
Immunology, 1988. 1:92-97. (Exhibit 5) 

• Hemler, "Adhesive Protein Receptors On Hematopoietic Cells," Immunology Today, 1988 , 
9:109-1 13. (Exhibit 6) 

• Kakiuchi et al., "B Cells as Antigen-Presenting Cells: The Requirement for B Cell 
Activation," J. Immunol., 1983 , 131:109-1 14. (Exhibit 7) 

• Krieger et al., "Antigen Presentation Bye Splenic B Cells: Resting B Cells are Ineffective, 
Whereas Activated B Cells Are Effective Accesorry Cells For T Cell Responses," J. 
Immunol., 1988 , 135:2937-2945. (Exhibit 8) 

• Mckenzie, "Alloantogin Presentation By B Cells - Requirement for IL-1 And IL-6," J 
Immunol , 1988 . 141 :2907-291 1 . (Exhibit 9) 

• Hawrylowicz and Unaue, "Regulation of Antigen-Presentation-I IFN-ylnduces Antigen- 
Presenting Properties On B Cells," J. Immunol, 1988 . 141 :4803-4088. (Exhibit 10) 

• Springer et al., "The Lymphocyte Function-Associated LFA-1, CD2, and LFA-3 Molecules: 
Cell Adhesion Receptors Of The Immune System," A. Rev. Immunol. 1987, 5:223-252. 
(Exhibit 11) 

• Dinarello and Mier, "Current Concepts - Lymphokines," New Engl. Jour. Med, 1987 . 
317:940-945. (Exhibit 12) 

• Weiss et al., " The Role Of The T3/Antigen Receptor Complex In T-Cell Activation," Ann. 
Rev. Immunol, 1986, 4:593-619. (Exhibit 13) 
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• McMichael, Ed., "Non-lineage, LFA-1 Family, And Leucocyte Common Antigens: New And 
Previously Defined Clusters," Leukocyte Typing III, Oxford Univ. Press, Oxford UK, 1987. 
(Exhibit 14) 

• Moingeon et al., "CD2-Mediated Adhesion Facilitates T Lymphocyte Antigen Recognition 
Function," Nature, 1988, 339:312-314. (Exhibit 15) 

. Magkoba et al., ICAM-1 A Ligand For LFA-1 -Dependent Adhesion Of B, T, And Myeloid 
Cells," Nature, 1988, 331:86-88. (Exhibit 16) 

• Staunton et al., "Functional Cloning Of ICAM-2, A- Cell Adhesion Ligand For LFA-1 
Homologous To ICAM-l,'Wafwre, 1989, 339:61-64. (Exhibit 17) 

• Norment et al., "Cell-Cell Adhesion Mediated By CD 8 And MHC Class I Molecules," 
Nature, 1988, 336:79-81. (Exhibit 18) 

. Doyle and Strominger, "Interaction Between CD4 And Class II MHC Molecules Mediates 
Cell Adhesion," Nature, 1987, 330:256-259. (Exhibit 19) 

• Stoolman, "Adhesion Molecules Controlling Lymphocyte Migration," Cell, 1989, 56:907- 
910. (Exhibit 20) 

. Brescher and Cohn, "A Theory Of Self-Nonself Discrimination," Science, 1970, 169:1042- 
1049. (Exhibit 21) 

• Freeman et al., "B7, A New Member of the Ig Superfamily With Unique Expression on 
Activated and Neoplastic B Cells," J. Immunol, 1989, 143(8):27 14-2722. (Exhibit 22) 

• Freedman et al., "B7, A B Cell-Restricted Antigen That Identifies Preactivated B Cells." J. 
Immunol, 1987, 138:3260-3267. (Exhibit 23) 
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• Clark et al., "Polypeptides On Human B Lymphocytes Associated With Cell Activation," 
Human Immunol., 1986, 16:100-1 13. (Exhibit 24) 

• Yokochi et al., "B Lymphoblast Antigen (BB 1 -) Expressed On Epstein-Barr Virus- Activated 
B Cells Blasts, B Lymphblastoid Cell Lines, And Burkitt's Lymphomas," J. Immunol, 1981, 
128:823-827. (Exhibit 25) 

• Weiss, "Structure And Function Of The T Cell Antigen Receptor," J. Clin Invest, 1990, 
86:1015-1022. (Exhibit 26) 

• Allen, "Antigen Processing At The Molecular Level," Immunol. Today, 1987, 8:270-273. 

(Exhibit 27) 

• Schwartz, "A Cell Culture Model For T Lymphocyte Clonal Anergy," Science, 1990, 
248:1349-1356. (Exhibit 28) 

• Weaver and Unanue, "The Costimulatory Function Of Antigen-Presenting Cells," Immunol 
Today, 1990, 1 1 :49-55. (Exhibit 29) 

• Arrufo and Seed, "Molecular Cloning Of A CD28 cDNA By A High-Effeciency COS Cell 
Expression System," Proc. Natl. Acad. Sci., 1987, 84:8573-8577. (Exhibit 30) 

. Damle et al., "Alloantigen-Specific Cytotoxic And Suppressor T Lymphocytes Are Derived 
From Phenotypically Distinct Precursors," J. Immunol. , 1983, 1 3 1 .2296-2300. (Exhibit 3 1) 

. June et al., "T-Cell Proliferation involving The CD28 Pathway Is Associated With 
Cyclosporine-Resistant Interleukin 2 Gene Expression," Mol. Cell. Biol, 1987, 7:4472-4481. 
(Exhibit 32) 
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• Thomopson et al., "CD28 Activation Pathway Regulates The Production Of Multiple T-Cell- 
Derived Lymphocytes/Cytokines," Proc. Natl. Acad. Sci. 1989 . 86:1333-1337. (Exhibit 33) 

• Linsten et al., "Regulationn Of Lymphokine Messenger RNA Stability Bye A Surface- 
Mediated T Cell Activation Pathway," Science, 1989 . 244:339-343. (Exhibit 34) 

• Damle et al., "Monoclonal Antibody Analysis Of Human T Lymphocyte Subpopulations 
Exhibiting Autologous Mixed Lymphocyte Reaction," Proc. Natl. Acad. Sci., 1981 . 78:5096- 
5098. (Exhibit 35) 

• Lesslauer et al., "T90/44 (9.3 Antigen). A Cell Surface Molecule With A Function In Human 
T Cell Activation," Eur. J. Immunol., 1986 . 16:1289-1296. (Exhibit 36) 

• Linsley et al., "T-Cell Antigen CD28 Mediates Adhesion With B Cells By Interacting With 
Activation Antigen B/7BB-1," Proc. Natl. Acad. Sci. USA, 1990 . 87:5031-5035. (Exhibit 37) 

• Linsley et al., "Binding Of The B Cell Activation Antigen B7 To CD28 Costimulates T Cell 
Proliferation And Interleukin 2 mRNA Accumulation," J. Exp. Med., 1991 . 173:721-730. 
(Exhibit 38) 

• Kohno et al., "CD 28 Molecule As a Receptor-like Function For Accessory Signals In Cell- 
Mediated Augmentation Of IL-2 Production," Cell. Immunol., 1990 . 131:1-10. (Exhibit 39) 

• Brunet et al., "A New Member Of The Immunoglobulin Superfamily-CTLA-4." Nature, 
1987 , 328:267-270. (Exhibit 40) 

• Brunet et al., "A Differential Molecular Biology Search For Genes Preferentially Expressed 
In Functional T Lymphocytes: The CTLA Genes," Immunol. Rev., 1988 , 103:21-36. (Exhibit 
41) 
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• Dariavach et al., "Human Ig Superfamily CTLA-4 Gene: Chromosal Localization And 
Identity Of Protein Sequence Between Murine And Human CTLA-4 Cytoplasmic Domains," 
Euro. J. Immunol, 1988 . 18:1901-1905. (Exhibit 42) 

• Lafage-Paochaitaloff et al., "Human CD28 And CTLA-4 Ig Superfamily Genes Are Located 
On Chromosome 2 At Bands q33-q34," Immunogenetics, 1990 . 31:198-201. (Exhibit 43) 

• Capon et al., "Designing Cd4 Immunoadhesins For AIDS Therapy," Nature, 1989 . 337:525- 
531.(Exihibit44) 

• Malik et al., "Molecular Cloning, Sequence Analysis, And Functional Expression Of A 
Novel Growth Regulator, Oncostatin M," Molec. And Cell. Biol. 1989. 9:2847-2853. 
(Exhibit 45) 

• Storb, "Marrow Transplantation for Severe Aplastic Anemia: Methotrexate For Prevention 
Of Acute Graft- Versus-Host Disease," Blood, 1986 .56:119-125. (Exhibit 46) 

• Stob and Thomas, "Graft-Versus-Host In Dog And Man: The Seattle Experience," Immunol. 
Rev., 1985. 88:2515-238. (Exhibit 47) 

• Aruffo et al., "CD44 Is The Principal Cell Surface Receptor For Hyaluronate," Cell, 1990 . 
61:1301-1313. (Exhibit 48) 

• Seed and Aruffo, "Molecular Cloning Of the CD2 Antigen, The T-Cell Erythrocyte Receptor, 
By A Rapid Immunoselection Procedure," Proc. Natl. Acad. Sci, 1987 . 84:3365-3369. 
(Exhibit 49) 

• Aruffo and Seed, "Molecular Cloning Of Two CD7 (T-Cell Leukemia Antigen) cDNAs By A 
COS Cell Expression System," EMBO Hour., 1987. 6:3313-3316. (Exhibit 50) 
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• Ledbetter et al., "Crosslinking Of Surface Antigens Causes Mobilization Of Intracellular 
Ionized Calcium In T Lymphocytes," Proc. Natl. Acad. Sci., 1987 . 84:1384-1388. (Exhibit 
51) 

• Ledbetter et al., "CD28 Ligation In T-Cell Activation: Evidence for Two Signal Transduction 
Pathways," Blood, 1990 , 75:1531-1539. (Exhibit 52) 

• Damle et al., "Immunoregulatory T Lymphocytes In Man," J. Immunol., 1987 . 139:1501- 
1508. (Exhibit 53) 

• Wysocki and Sato, "'Panning' For Lymptocytes: A method For Cell Selection," Proc. Natl. 
Acad. Sci.. 1978. 75:2844-2848. (Exhibit 54) 

• Damle et al., "Differential Regulatory Signals Delivered By Antibody Binding To The CD28 
(Tp44) Molecule During The Activation Of Human T Lymphocytes," J. Immunol., 1988 . 
140:1753-1761. (Exhibit 55) 

• Schneck et al., "Inhibition Of An Allospecific T Cell Hybridoma by Soluble Class I Proteins 
And Peptides : Estimation Of The Affinity Of A T Cell Receptor for MHC," Cell, 1989, 
56:47-55. (Exhibit 56) 

• Recny et al., "Structural and Functional Characterization Of The CD2 Immunoadhesion 
Domain," J. Biol. Chem.. 1990. 265:8542-8549. (Exhibit 57) 

• Clayton et al., "Identification Of Human CD4 Residues Affecting Class II MHC Versis HIV- 
1 gpl20 Binding," Nature, 1989, 339:548-551. (Exhibit 58) 

• Alazari et al., "Three-Dimensional Structure of Antibodies," Ann. Rev. Immuno. , 1988, 
6:555-580. (Exhibit 59) 
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• Hautanen et al., "Effects Of Modifications Of The RGD Sequences And Its Context On 
Recognition By The Fibronectin Receptor," J. Biol. Chem.. 1989 . 264:1437-1442. (Exhibit 
60) 

• DiMinno et al., "Exposure Of Platelet Fibrinogen-Binding Sites By Collagen, Arachidonic 
Acid, And ADP: Inhibition By A Monoclonal Antibody Top The Glycoprotein Ilb-IIIa 
Complex," Blood, 1983 . 61:140-148. (Exhibit 61) 

• Thiagarajan and Kelly, "Exposure Of Binding Sites For Vitronectin On Platelets Following 
Stimulation," J. Biol. Chem., 1988 . 263:3035-3038. (Exhibit 62) 

• June et al., "Role Of The CD28 Receptor In T-Cell Activation." Immunology Today, 1989 . 
11:211-2316. (Exhibit 63) 

The present application was filed on September 27, 2000 as a divisional application of U.S. 
Serial No. 09/454,65 1 . This statement should be considered because it is submitted within three 
months of the filing date of the application. 

Pursuant to 37 CFR § 1.98(d), copies of the references cited herein and in the enclosed PTO 
Form 1449 are not enclosed as they are of record in related parent application, U. S. Serial No. 
09/454,651 which is a divisional application of U.S. Serial No. 08/228,208. 

No representation is made that a reference is "prior art" within the meaning of 35 U.S.C. §§102 
and 103 and Applicants reserve the right, pursuant to 37 C.F.R. § 1 .131 or otherwise, to establish 
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that the references are not "prior art." Moreover, Applicants do not represent that a reference has 
been thoroughly reviewed or that any relevance of any portion of a reference is intended. 



Consideration of the items listed is respectfully requested. Pursuant to the provisions of 
M.P.E.P. 609, it is requested that the Examiner return a copy of the attached Form 1449, marked 
as being considered and initialed by the Examiner, to the undersigned with the next official 
communication. 



No fee is deemed necessary in connection with the filing of this Information Disclosure 
Statement. However, if any additional fee is required, authorization is hereby given to charge the 
amount of any such fee to Deposit Account No. 50-0306. 



Respectfully submitted, 



Sarah B. Adriano 

Registration No. 34,470 

Greg S. Hollrigel, Ph.D. 

Patent Agent 

Registration No. 45,374 

Patent Practitioners for Applicants 

Mandel & Adriano 

35 N. Arroyo Pkwy, Suite 60 

Pasadena, CA91103 

Tel: (626) 395-7801 
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